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Abstract 

l-(3-BENZYLOXYPROPYL)-5-(2-SUBSTITUTED PROPYL) INDOLINE 
DERIVATIVE AND METHOD FOR USING THE SAME 
(JP2002265444) 

PROBLEM TO BE SOLVED: To provide a new l-(3-benzyloxypropyl)-5-(2-substituted 
propyl)indoline derivative useful as a production raw material for pharmaceuticals and 
provide a method for the use of the derivative. 

SOLUTION: The l-(3-benzyloxypropyl)-5-(2-substituted propyl) indoline derivative is 
expressed by formula (I) (R is carboxy, carbamoyl, amino or a group of formula (II); and 
the carbon atom labeled with *1 has R configuration or RS configuration provided that R 
is carboxy when the carbon atom labeled with *1 has RS configuration). The invention 
further provides a method for the production of an indoline derivative expressed by 
formula (A) and useful as an agent for the treatment of dysurea by using the compound of 
formula (I). 
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XftTfffiETlzmm&g&Vl- (3 — OS*/n*-*Sx 
T/ntVL-) ^>Ky>-4 3. 2 9 g^#/: 0 N, N- ^ 
y^vU*yW*T^ K 10 0mL^*ftTt^>tfty 
>2 8. 7mL«TliKt 3 0#M««aLfc o - 
cO^(C7fcftTl- -< 
>Ky>4 2. 7 9 gC0N, N-^f^/W^ K 
2 0mL»«4:«TUa»*cT2WFlH«»Lfeo StSfi 

«»^hy ^A-e^ftu BK^^-ettttiufco ft» 

/c 0 «jet^««c«:S*u. mamzbA'^&iuz.x 
nztrnzTicmmzwixL 1 - o — o^/u**^ 

fc. 

[00 6 6] NMR (CDCU) 5 ppm:1.85- 
1.95 (2H, m), 3.00-3.10 (2H, m), 3.30-3.40 (2H, 
ni), 3.50-3.65 (4H,m), 4.50 (2H, s), 6.39 (1H, d, J 
=8.8 Hz), 7.25-7.40 (5H, m), 7.50-7.60 (2H, m), 9. 
65 (1H, s) 

[00 6 7] 2 

3- [l- (3— ^y^/m^D /fy K!)^ 

2- ^^7j^y T'n b°^>-^h y^^/W3 6. 4 0 gC7}££ 
Sfe-r F7t Kn77>l 5 OmL^SC, -6 0 1 

53mol/L) 10 0mL^M-6 0°CCtlWfl 

jf^Ufco -6 0- — lS'ColSffl-ei- 

y >-4 7. 15 g^K)ftfb7t Kn77^1 50mL 
7c 0 M^ftClmo l/LM5 00mLtt^ 
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tt^hU^A-CRJdbfco «ET(C*«ES:H*L. 3- 

— f/U] -2-yf/U7^y/Ulxf-;U5 8. 5 2 g^ 
#/c 0 3- Cl- (3— <>^t^^nt p /W) 

8. 5 2g(Dx^y-;U3 0 0mLM(-> 5%'<7is 
V J*mm 12. 0 0 g SrJDx.^ffl(CT **#HftT 2 B$ 

U 3- Cl - O-^y^t^^/DtVu) -O-K 

y>-5--r/w) fty»xf/v5 

5 . 3 3 g 

[006 8) NMR (CDC1 3 ) 6 p p m : 1. 12 
(3H, d, J=6.9Hz), 1.21 (3H, t, J=7.3Hz), 1.85-1. 
95 (2H, m), 2.45-2.55 (1H, ra), 2.55-2.70 (1H, ra), 
2.85-2.95 (3H, m), 3.10-3.20 (2H, m), 3.25-3.35 (2 
H, ra), 3.55-3.60 (2H, ra), 4.09 (2H, q, J=7. 3 Hz), 

4.52 (2H,s), 6.39 (1H, d, J=7„9 Hz), 6.83 (1H, d, 

J=7.9Hz), 6.87 (1H, s), 7. 20-7. 40 (5H, m) 20 

[0 0 6 9] ###J3 

3- [1- (S-^^t^r^ntVU) 

N, N-^^f^WT; K10 OmL{C*ftW 
->mtV>2 7. 2mL^ITUdi iKT3 0» 
IBSH^Lfco ^©»»I:S1T3- Cl- (3 

;V7°nt°t>'ixf-/V5 4. 8 g <£>N, N — ist^/Ufa 
/UAT^ K3 OmL^SSrlTU 5 0 t C(^2B#HJ)D 30 

u i«thy^t«ifc 0 any 

U:jS0ES:B*U 3- Cl - (3 — 

fcVw-) - 7 - ^/W > K !i 5 - 2 — * 

^/Vzfu \?yf>&t^/V5 3 . 7 3 g SrWfe, 3 - C 1 

- (3-<>':/^t^v'7 B nt:» - 7 — 3ft/U5/U-Y > 
Ky -2-^f/l/7 P nt°ty8xf;l/5 40 
3. 7 3g(Dh;^y2 0 0mLg»:, t Kn^^U 

T 5 1 1 . 3 g<t t°y i^>4 3. 5mL^M 

7 ot;icT3i*iiiiDjWt#Lfc. Rv^-esjcsa^*^« 

*If»2 5. lmL4:M7 0 , C(:T-M«l 

- Cl - (3 O^/U^^S^n fcVW) -7-i/T/ 50 
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-r>- Ky >- 5 — oio -2-^f;u7 p Dt^>ixf 

/U5 7. 4 2 g*»fCo 

[0 0 7 0] NMR (CDC 1 3 ) 6 p p m : 1. 13 
(3H, d, J=7.3Hz), 1.21 (3H, t, J=7.3Hz), 1.90-2. 
00 (2H, ra), 2.45-2.55 (1H, ra), 2.55-2.65 (1H, ra), 
2.80-2.90 (1H, m), 2.90-2.95 (2H, m), 3.50-3.60 (2 
H, ra), 3.60-3.70 (4H, ra), 4.10 (2H, q, J=7. 3 Hz), 

4.51 (2H, s), 6.91 (2H, s), 7.25-7.40 (5H, m) 

[0071] mmm 1 

3- Cl- — 7-i/T 

;^yK!)v-5->f;v] -2-^f;u7 9 nt°tyS 

3- Cl- O—'OitA'ttisjru fcfVU) -7-i/T 
J 4 is Ky >--5— < A"] -2-^f/l/7 P Dt'ty|x 
f;U5 7. 4 2 gOx^y-;l/3 0 OmLgffifC, 2 m 
o l/LrtBMt^MJ ^AtK^SI 0 OmL^Di ^ 

«EETtc*a*«*L. 3- Cl - (3 — 

v'/ntvi/) - 7-vry-fyKy ^-5— f/io -2 

-^f;V7 p nt , t>'i4 3. 8 0 gW:, 3- [1- 
( 3 —^sis/Uyt^is^u t°/u) -7-v-ry-o-Ky 

>-5-^;W -2-^f^7 P nt°tyi3 3. 8 0 g 

U 3- Cl- (3-^O-^/U^^^n fcfyu) -7- 
> Ky V-5 — f/U] -2-^^^^ 
^22. 1 0 g 3r»fc 0 

[0 0 7 2] NMR (CDC1 3 ) 5 ppm:1.16 
(3H, d, J=7.3Hz), 1.90-2.00 (2H, ra), 2.45-2.55 (1 
H, ra), 2.60-2.70UH, m), 2.85-3.00 (3H, ra), 3.50- 
3.70 (6H, m), 4.51 (2H, s) , 6.93 (2H, s), 7.25-7.4 
0 (5H, m) 

[00 7 3] £MM 2 

(R) - 3- [1- (3-^^t*^BW - 
7-v-T/-r>' Ky >- 5--Y/U0 

tyi^v'^- (IS, 2R) - (-) -2-^<>y^ 

3- [1- (3 -^^/U^v-^n -7-i/T 
J4s Ky >--5 — r/U] -2-y^^ p nfc <> ^->^2 
0. 00g^>^- (IS, 2R) - (-) -2— <>- 

^r^/^D^t^^-/ni. 6 g ^Si 

^^VU 1 0 0 m L f£*D£ftiS$¥ U ffittS 1 . 0 0 g £#0 
x.„ 3 0»MS»-ea*^Ufco LfcSL ^> 

ffi^^f y 1 0 0 m L S:'> If ojDx SJ^MflEU 
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Xt-UjF-?— igl 3. 4 7g?:Sixf;U8 0mL{Cg. 

3B^m^UT^T^xU^-^9. 34 g Ofc^*6 
S70. 4%ee) £#*io w <DWfe* £ 2 IbM 9 
igLT. (R) -3- [1- (3— O-v^/U^^^^n 
fcVU) -7— >Ty-f >b*V >-5-' ffr) 
^nt°t^^- (IS, 2R) - (-) -2- 
^cy^r S y *>^n^**>^ ^y— >Mft5. 9 9 g 

<3t#*fi*9 2. 8%ee) £#fc D 

[00 7 4] NMR (CDC1 3 ) 5 ppm:1.10 
(3H, d, J=7.3 Hz), 1.30-1.50 (4H, m), 1.55-1.70 (2 
H, 111), 1.80-1. 90(1H, ra), 1.90-2.00 (2H, m), 2.10- 
2.20 (1H, m), 2.40-2.50 (1H, m), 2.50-2.60 (1H, 
m), 2.80-2.95 (3H, m), 3.00-3.10 (1H, ra), 3.45-3.5 
5 (2H, ra), 3.60-3.75 (5H, ra), 3.90-4.05 (4H, ra), 
4.51 (2H, s), 6.94 (1H, s), 6.96 (1H, s), 7.25-7.4 
0 (10H, ra) 

[0075] $mm 3 

(R) -3- [1- O-^O-^^^^^n bVu) - 
7->7/^f>'Ky>'-5-^^ - 2 - p* *f-)V?xi h° 

(r) -3- Ci- O-^y^^^^Dtvu) - 
7->7y^yKyy-5-^^) -2-^^^ 

*>&<DisX- (IS, 2R) - (-) -2— <ls*J/U 

r^^DA^^y-^is. 00 g 

g92. 8%ee) ^ lmo 1 /LM5 OmL^Si 
m^/U 5 0 m L Offi^WcjDX, ^JUMT 1 ftmWZ U 

^ hy ^A*eetL^o «JET^*«t*B*L (R) - 
3 - Cl - ( 3 vvW-^ri/^n fcVU) -7—i/7 

3. 2 0 gtfffc 0fc^*E«9 1. 8%ee) G 
[00 7 6] NMR (CDC1 3 ) 6 ppm:l. 16 
(3H, d, J=7.3 Hz), 1.90-2.00 (2H, m), 2.45-2.55 (1 
H, ra), 2.60-2. 70 (1H, m), 2.85-3.00 (3H, m), 3.50- 
3.70 (6H, m), 4.51 (2H, s), 6.93 (2H, s) , 7.25-7.4 
0 (5H, m) 

[0077] mmm4 

(R) -3- [1- (3 iy^t^r^yntVU) - 

(R) -3- [1- ( 3 -^^iy/^^ri^Zfu tf/U) - 

7-^r/>ryK!)y-5-^/v] -2-^f/^ot 0 

t>i3. 0 0 gCDTir OmLiifc 
1, 1* ^2. 5 7g^0 
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T "fe h ~ h y /uj&ffli 2 0 m L &toyLtz&&& U ^i&fc 

**-e*i*u **aESw-by c^-cftjULfco mm* 

/2-*10/0) Kir»ilK-r«w4:^J:9 (R) -3- 
[1- (a-^y^^^/ntvu) -7-^7/^ 
10 >- >--5— -2-^f;U7 p Dt°tyi7^ K 
2 . 8 3 g *#fco 

[0 0 7 8] NMR (CDC 1 3 ) 5 ppm:l. 17 
(3H, d, J=6.6Hz), 1.90-2.00 (2H, m), 2.35-2.45 (1 
H, ra), 2. 45-2. 55 (1H, m), 2.75-2.85 (1H, m), 2. 85-2. 
95 (2H, ra), 3.50-3.60 (2H, ra), 3.60-3.70 (4H, m), 
4.51 (2H, s), 5.20 (1H, bs), 5.25 (1H, bs), 6.93 
(1H, s), 6.95 (1H, s), 7.25-7.40 (5H, m) 
[00 7 9] ^Mffl 5 

(R) -5- (2-7^/7 s nt» -1- (3— 
20 ^t^riX/n fcVU) ^^Vl)>-7 -Jj/Ut$^ Y V >V 

(R) -3- Cl - (3 ^^M-Sri^n tVl«) - 

' 7-isTS<<> VD >-5 — -2-^f;uynt° 
t^KT ^ K 1 . OOg^y/n/V-^^mLg 
JKtC, SIT 5 %#cffitfc3lifitf- h y ^ AtK^S 1 4 m L 
£JDx.fco W:*ftT2mo 

lB#ra*DSft«^L./c 0 RfcS^tOjcSriW*.* 

thy^lSlLfco ^Tfc*«*:S*U (R) 
30 -5- (2 — T ^ 7 fcVU) -1- 

4^ KU ^-7-*^*^ h V/lsO. 9 

1 5 g £#fc 0 

[0 0 8 0] NMR (CDC 1 3 ) 5 p p m : 1. 08 
(3H, d, J=6.3Hz), 1.90-2.00 (2H, m), 2.34 (1H, d 
d, J=13.6, 7.9 Hz), 2.52 (1H, dd, J=13. 6, 5.4 Hz), 
2.90-3.00 (2H, m), 3.00-3.10 (1H, ra), 3.50-3.60 
(2H, ra), 3.60-3.70 (4H, ra), 4.52 (2H, s), 6.93 (1 
H, bs), 6.94 (1H, bs), 7.25-7.40 (5H, m) 

[0081] $mm 6 

40 3 - [1- ( 3 — vvU^^n fcVu) -7 -i/T 

y>fyKyy-5-^] -2~^f;u7 t ut°t>i 

2 (£*5V ^ v*T * t- i^tf-e— tfcSrfttff £-&tcttf<D 
0JR»»^»tlES:«EETa*. #bttfc^S^l 7. 3 
5 gtClmo 1 /LtfcBU 5 0mLiS8^f/H 5 0 
mL4r*Dx.^fC-C3 0^raS#t^o mfc**-***: 

B4r^^r. 1 m o 1 /Li&&*5 JztfAt^TMKMJH* 

*U (S) -3- [1- (3 iy^t^yynh 0 

50 /u) -7-y7/YyKyy-5-^^} -2-y^/u 
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^^§17. 3 5g&#fc (#S£tt«3 9. 0% 
e e) o Z(D (S) -3- [1- (3— Ois/Uttis 
7°nfcVU) - 7 ->T/^> KD 5 /u] -2- 
^fyl/^nt'tyiU. 2 0g£N, N-v^^fvM^ 
/^7U'5 0mL«U »y?A6. 0 0 g 

«*«UW b y * A-C(6«Lfco 

EETfc*«*:«*Lfc. »fe*ifcR9» 11. 9 0 g * 
x^y-;WO0mLCg«U h 5 * A:n K 
2 . 0 0 g SrJD*. -SEiDfKiaSSK Lfc, 1 
mo l/L*MWK-*-hy *A**S$E2 9mL^Dx„ $ 

-r;V4 0mL^^ftlt, 3- [1- (3-^V 20 
v J ;l/t^rv'7 P D fcfVU) — 7— WV-O KU V- 5 — T 
/U] - 2 - y ^/W^cr fc°^->^ 8 . 1 2 g Sr#^ 0 
[00 8 2] NMR (CDC1 3 ) 5 p p m : 1. 16 
(3H, d, J=7.3 Hz), 1.90-2.00 (2H, m), 2.45-2.55 (1 
H, m), 2. 60-2. 70 (1H, m), 2.85-3.00 (3H, ra), 3.50- 
3.70 (6H, ra), 4.51 (2H, s), 6.93 (2H, s), 7.25-7.4 
0 (5H, m) 

[0083] m^m 7 

(R) -1- ~5- [2- 

[2- [2- (2, 2, 2- b y b^) 7 30 

(R) -5- (2-7^/7 P nt» -1- (3 

0. 80g£7)ter t -^^/-^8mL^i^ 
th^AO. 291g^^>^>'»2- (2- 
(2, 2, 2- hV b^rvO ^^y^vO^ 

f;uo. 86 3 g*M, — %t)JU?8M%t L/d 0 KJSi&& 

h!> *A^dW^J:rFA**r« 40 

^ — (7;;^ t°/W^#jr> y ^y^U : 4 5 g , ^ffi^ 
tt:ttttsi^>u) tcr»at-*-6ri:^«t9 (R) -1- 
O-^y^t^^ntVU) -5- [2- [2- 
[2- (2, 2, 2- b y y;VJrx2^ b=^» ^^/^r 

xFy;U0. 5 6 4 g«#f: 0 
[00 8 4] NMR (CDCU) 5 p p m : 1. 05 
(3H, d, J=6.3 Hz), 1.90-2.00 (2H, m), 2.42 (1H, d 50 
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d, J=13.6, 6.9 Hz), 2.60 (1H, dd, J=13. 6, 6.3 Hz), 
2.80-2.95 (3H, m), 2.95-3.10 (2H, m), 3.50-3.60 

(2H, m), 3.60-3.70 (4H, ra), 4.05-4.15 (2H, ra), 4. 

25-4.35 (2H,ra), 4.52 (2H, s), 6.85-7.10 (6H, ra), 

7.25-7.40 (5H, m) 
[0 0 8 5] (R) -1- (3 ^^t^V^Pt 0 

;U) -5- [2- [2- (2- (2, 2, 2-hy^/U 

V h*y >- 7 -#/U-/tfxi b y /UO. 5 0 %<Diy^^)V 
*/U**-> K5mL^MJC. 3 O 0 . 1 

35mLi:5mo 1 /L^BMtt h y «>A*gSK0. 0 
5 4mL*M, mmcX-mmWLtc 0 £<b(-3 0% 
iBBHfcTMlt* 0 . 100mLt5mol/L*8<tth 
y^ATKig^O. 1 OOmLSrUDx.. Sa^T5B#IB« 

fc 0 BSfc^HB****^ b y * 

feit^ffiTk-cusftas^u. b y 

»K^^/^*l>->'= i/i->7/3) icxmUirZ 

Zt^^V (R) -1- l3—^<^i^^^t^>zfvt\f 
>W) -5- [2- [2- [2- (2, 2, 2-hy77U 
tnxh^) 7=.J**A ^/^T ^ J ] fcVU] 
^VKyy-7-^^>f^K0. 39 1glr#t 0 

[0 0 8 6] NMR (CDCh) 5 P P m : 1. 06 
(3H, d, J=6.2Hz), 1.80-1.95 (2H, m), 2.51 (1H, d 
d, J=13.5, 7.0 Hz), 2.72 (1H, dd, J=13.5, 6.3 Hz), 

2.90-3.20 (7H, m), 3.44 (2H, t, J=8.2Hz), 3.51 (2 
H, t, J=6.3Hz), 4.05-4.15 (2H, m), 4.31 (2H, q, J= 
8.4Hz), 4.48C2H, ra),5.42 (1H, bs), 6.85-7.05 (5H, 
m), 7. 15-7.40 (7H, m) 

[0 0 8 7] (R) -1- 
/U) -5- [2- [2- [2- (2, 2, 2-h!)7;V 
^nmh^^) 7x7^>] xf;l/T> y] "fn tVU] 
^yKyv-7-^/u^f ^ KO. 35g^)x^y- 
/U3mLM^ MTlmol/LSKl. 44mL 
HOyo/^^^SiO. 0 60 g^M, 7k^#ia 
ftT*W£T3B*IB*#Lfc. =RWfc*r%*U 

**ioi^a. BH^^-eaa^L*:. b 

Sr^fcH2\ b y ^A^c^^o^^^TKTil 

tftffefrU StR^S^ b y **"Cft*Lfc« «EETK» 

^y=l/l^M2mLT*ffiM> ®EET5 0 
^tC-C-SfeftJftLT (R) -1- (3-tKn^n 
tVU) -5- [2- C 2 - [2- (2, 2, 2-fy^ 

/U) >fyK!l>-7-*^**t5K0. 2 0 7 gt# 
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[0 0 8 8] NMR (CDC 1 3 ) 8 p p m : 1. 08 [XHattMU «fflliilp a p> flx.a#KBIi£f6fR 

(3H, d, J=6.2Hz), 1.75-1.85 (2H, m), 2.53 (1H, dd, Mt LT^JBfcmTffiS; (A) "C*$tt43t#flH4ft-Y > 

J=13.6, 6. 7Hz),2.68 (1H, dd, J=13. 6, 6.6Hz), 2.90 K V >M^<*<omffiM^ffifc&£Xf^<D^ffl{£&m^^ 

-3.10 (5H, id), 3.19 (2H, t, J=6. 7Hz) , 3. 4 1 (2H, t, Zit&fa (A) <7>Sig;frffi£^t-5 fc<0-Cfc5 o 

J=8.5Hz), 3.75 (2H, t, J=5.6Hz), 4.05-4.15 (2H, . W<^SJi§4 , fS]&&&*-r£ ^ t l£*fc *) . 3b*Wa»0&* 

m), 4.30, (2H, q, J=8. 4Hz) , 5.79 (1H, bs), 6.65 (1 ftdfijlEit (A) $il53t^SI44>f > fc K!J 

H, bs), '6.85-7.05 (5H, ra),7. 16 (1H, s) tfcm<Omm&Z$t&'tZ> CL £ tf-Ct^ 

[008 9] J6*5 J: 0WKPpW±jffa-C fe So > *^ ' . 
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